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Abstract: Background: Requests to test for thrombophilia in the clinical context are often not
evidence-based. Aim: To define the role of a series of prothrombotic gene variants in a large
population of patients with different venous thromboembolic diseases. Methods: We studied Factor
V Leiden (FVL), FVR2, FII G20210A, Methylenetetrahydrofolate reductase (MTHFR) C677T and
A1298C, beta-fibrinogen -455 G>A, FXIII V34L, and HPA-1 L33P variants and PAI-1 4G/5G alleles in
343 male and female patients with deep vein thrombosis (DVT), 164 with pulmonary embolism (PE),
126 with superficial vein thrombosis (SVT), 118 with portal vein thrombosis (PVT), 75 with cerebral
vein thrombosis (CVT) and 119 with retinal vein thrombosis (RVT), and compared them with the
corresponding variants and alleles in 430 subjects from the general population. Results: About 40%
of patients with DVT, PE and SVT had at least one prothrombotic gene variant, such as FVL, FVR2
and FII G20210A, and a statistically significant association with the event was found in males with a
history of PE. In patients with a history of PVT or CVT, the FII G20210A variant was more frequent,
particularly in females. In contrast, a poor association was found between RVT and prothrombotic
risk factors, confirming that local vascular factors have a key role in this thrombotic event. Conclusions:
Only FVL, FVR2 and FII G20210A are related to vein thrombotic disease. Other gene variants, often
requested for testing in the clinical context, do not differ significantly between cases and controls.
Evidence of a sex difference for some variants, once confirmed in larger populations, may help to
promote sex-specific prevention of such diseases.
Keywords: pulmonary embolism; vein thrombosis; portal vein thrombosis; retinal vein thrombosis;
cerebral vein thrombosis; prothrombotic variants
1. Introduction
Venous thromboembolism (VTE) includes deep vein thrombosis (DVT) and pulmonary embolism
(PE), which often appears as a complication of DVT. Recently, thrombophlebitis was classified
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as superficial vein thrombosis (SVT) and was recognized as a high-risk condition for PE [1].
The mechanisms and predisposing conditions for unusual thrombosis localizations, e.g., cerebral [2],
portal [3] and retinal vein localizations [4], may differ from the ones identified for VTE [5]. VTE is the
third most frequent cause of cardiovascular diseases and death, and it represents a relevant medical
and social problem for its high occurrence and the severity of the phenotype in a large percentage of
cases [6,7]. VTE may be prevented and effectively treated; therefore, the search for risk factors is a
major practical objective [8].
Venous thromboembolism is a multifactorial condition that results from the co-existence of
acquired and/or inherited predisposing factors acting cumulatively, including some clinical conditions,
such as autoimmune and inflammatory disorders, inflammatory bowel disease and celiac disease [9],
or risk factors such as an altered body mass index, platelet and white blood cell count. Hypercoagulable
states, i.e., variants of genes involved in hemostasis displaying pro-coagulant effects, play a pivotal
role in this respect [5].
Among these, Factor V Leiden (FVL, R506Q variant) causes resistance of FV to protein C inhibition;
the G20210A variant of prothrombin enhances the synthesis and the activity of Factor II (FII), and the
C677T variant of methylene-tetrahydrofolate reductase (MTHFR) impairs the activity of the enzyme,
causing an increase in serum homocysteine. In addition to these well-known prothrombotic gene
variants, other variants that are thought to play a role in some forms of venous thrombosis include
FV H1299R (FVR2), MTHFR A1298C, factor XIII (FXIII) V34L, human platelet antigen (HPA)-1
L33P, beta-fibrinogen -455G>A and plasminogen activator inhibitor (PAI)-1 4G/5G variants [5,10].
Inconclusive results are present in the literature regarding the role of such variants as risk factors for
venous thrombosis. This inconsistency is supposed to be due to (i) the heterogeneous criteria used to
select the patients in previous studies; (ii) the fact that most studies pooled male and female patients,
with sex differences being potentially hidden [7,11]; (iii) the under-representation of women in most
studies [12]; and (iv) the fact that some studies compared the frequency of prothrombotic gene variants
in patients and controls from different geographical areas.
Our aim was to test a series of prothrombotic gene variants in a large population of patients with
various forms of venous thromboembolic diseases to define their frequencies (as well as determine
their frequencies in the different sexes) and compare them with the corresponding frequencies in
subjects from the general population from the same geographic area (southern Italy).
2. Materials and Methods
2.1. Patients
The study was approved by the Ethical Committee of the University Federico II, Naples, Italy
(protocol n. 370/18) and was conducted in accordance with the Helsinki Declaration. All clinical and
laboratory data were anonymized. Our laboratory acts as the reference lab for molecular diagnostics
in the Campania region (southern Italy, about 5 million inhabitants). During the last twelve years
(i.e., 2007–2018), we received thousands of requests for the molecular analysis of thrombophilia for
different diseases. For this study, we retrospectively analyzed the results obtained in patients referred
as affected by various forms of venous thrombotic diseases and compared them with a group of subjects
from the general population (GP) from the same geographical area (Campania region, southern Italy).
For each subject, we recorded all anagraphical and clinical data and verified that the diagnosis of
each disease had been performed according to current guidelines. Exclusion criteria: Patients with a
doubtful diagnosis were excluded from the study. In addition, for cases in which multiple patients
belonged to the same family, we considered only the first case temporally analyzed. Patients under
anticoagulant therapy were not excluded from the study since genetic analysis is not influenced by
such therapies. In detail, our study population included the following subjects:
(i) 430 subjects from the GP who, at the personal anamnesis (collected by a physician trained in
the field of thromboembolic diseases), did not describe any episodes of venous thrombosis
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(median age: 43 years; range: 5–85 years; 265 females); exclusion criteria: all cases in which a
previous thromboembolic event was suspected;
(ii) 343 patients who experienced at least one episode of DVT (median age: 53 years; range:
10–92 years; 172 females) diagnosed by D-dimer analysis, followed by ultrasound (US) or
computed tomography (CT) when necessary [13];
(iii) 164 patients who experienced at least one episode of PE (median age: 56 years; range: 12–93 years;
101 females); the diagnostic protocol for PE conformed to the 2014 European Society of Cardiology
(ESC) guidelines [14];
(iv) 126 patients who experienced at least one episode of SVT (median age: 53 years; range: 16–79 years;
81 females);
(v) 118 patients who experienced at least one episode of PVT as a complication of chronic liver
disease (median age: 54 years; range: 6–79 years; 52 females); the diagnosis was confirmed by
different instrumental approaches [15];
(vi) one episode of cerebral vein thrombosis (CVT) (median age: 40 years; range: 1–76 years;
54 females) diagnosed by magnetic resonance (MR) (80% of cases) or CT venography [16];
(vii) 119 patients who experienced at least one episode of retinal vein thrombosis (RVT) (median age:
55 years; range: 5–88 years; 65 females) confirmed by fluoro-angiography and optical coherence
tomography (OCT) angiography in about a half of cases [17].
2.2. DNA Extraction
Blood samples were collected by venipuncture into EDTA tubes using the Vacutainer system.
DNA was extracted from leukocytes using a commercial automated procedure (Roche, Italy). The DNA
was spectrophotometrically quantified (also to verify the purity) and analyzed for FVL (R506Q variant);
FVR2 (H1299R variant); FII, G20210A; MTHFR, C677T and A1298C; beta-fibrinogen, -455 G>A; FXIII,
V34L; HPA-1, L33P variants and PAI-1 4G/5G alleles. All the variants were analyzed using a LightCycler
1.2 Instrument, which uses PCR for the amplification of the genomic region of interest and fluorogenic
target-specific hybridization for the detection and genotyping of the amplified DNA, according to the
manufacturer’s procedures (Roche Diagnostics). Finally, the results were analyzed using LightCycler
Software 3.5 [18]
2.3. Statistical Analysis
Both allele and genotype frequencies are reported as absolute numbers and percentages.
Differences among groups were accordingly assessed using the Chi-square test. Moreover, in order
to quantify the effect of each variant on the disease risk, univariate odds ratios (ORs) with their
corresponding 95% confidence intervals (95% CIs) were computed. Multivariable logistic regression
models were built to assess whether age and sex could act as effect modifiers of the variant–disease
association. In cases of a significant interaction, ORs were computed separately for each sex and each
age group. Statistical analyses were performed with the statistical platform [4].
3. Results
3.1. General Population.
The allele and genotype frequencies of each gene variant are displayed in Table 1 (panel A)
and 2 (column: GP). No differences were observed between males and females in allele or genotype
frequency (Table 1 panel B, column GP).
J. Clin. Med. 2020, 9, 1008 4 of 11
Table 1. Allele frequency, n (%), of the 9 prothrombotic gene variants. (A) Allele frequency in deep vein thrombosis (DVT, n = 343), pulmonary embolism (PE, n = 164),
superficial vein thrombosis (SVT, n = 126), portal vein thrombosis (PVT, n = 118), cerebral vein thrombosis (CVT, n = 75), retinal vein thrombosis (RVT, n = 119) and the
general population (GP, n = 430). (B) Allele frequency of FV R506Q, FV H1299R and FII G20210A variants in males and females. * p < 0.001; ** p < 0.01; *** p < 0.05 (p
value by Chi-square test).
A (General Population)
GP DVT PE SVT PVT CVT RVT
FV R506Q (FVL) 21 (2.4) 60 (8.8) * 22 (6.7) * 22 (8.7) * 15 (6.4) ** 4 (2.7) 9 (3.8)
FV H1299R (FVR2) 41 (5.0) 58 (8.5) ** 31 (9.5) ** 25 (9.9) ** 16 (6.9) 11 (7.3) 10 (4.2)
FII G20210A 23 (2.7) 53 (7.7) * 27 (8.2) * 14 (5.6) *** 25 (10.6) * 16 (10.7) * 8 (3.4)
MTHFR C677T 376 (43.8) 294 (42.9) 148 (45.1) 120 (48.0) 103 (43.6) 68 (45.9) 101 (42.4)
MTHFR A1298C 249 (29.0) 166 (28.7) 108 (32.9) 64 (25.4) 79 (33.5) 43 (29.1) 53 (22.5)
beta-fibrinogen -455G>A 171 (19.9) 126 (20.6) 65 (19.8) 56 (22.4) 49 (20.8) 37 (25.0) 48 (20.2)
FXIII V34L 153 (17.8) 120 (17.5) 53 (16.1) 35 (13.9) 39 (16.5) 26 (17.3) 42 (17.7)
HPA-1 L33P 128 (14.9) 83 (14.0) 54 (16.5) 49 (19.4) 28 (11.9) 30 (20.0) 28 (11.8)
PAI-1 4G/5G 399 (46.4) 235 (40.7) 166 (50.6) 107 (42.8) 115 (48.7) 61 (40.7) 112 (47.1)
B (Patients)
FV R506Q (FVL)
males 7/328 (2.1) 37/338 (10.9) 13/124 (10.5) *** 9/90 (10.0) 9/132 (6.8) 1/42 (2.4) 6/108 (5.6)
females 14/530 (2.6) 23/344 (6.7) 9/202 (3.5) 13/162 (8.0) 6/104 (5.8) 3/108 (2.8) 3/130 2.3)
FV H1299R (FVR2)
males 16/314 (5.1) 31/338 (9.2) 17/124 (13.7) *** 11/90 (12.2) 11/132 (8.3) 2/42 (4.8) 6/106 (5.7)
females 24/500 (4.8) 27/344 (7.8) 14/202 (6.9) 14/162 (8.6) 5/104 (4.8) 9/108 (8.3) 4/130 (3.1)
FII G20210A
males 9/326 (2.8) 30/338 (8.9) 11/124 (8.9) 8/90 (8.9) 10/132 (7.6) 2/42 (4.8) 2/108 (1.9)
females 14/526 (2.7) 23/344 (6.7) 16/202 (7.9) 7/162 (4.3) 15/104 (14.4) 14/108 (13.0) 6/130 (4.6)
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3.2. Deep Vein Thrombosis, Pulmonary Embolism and Superficial Vein Thrombosis.
The allele frequency of FVL, FVR2 and FII G20210A variants was significantly higher in patients
with DVT, PE or SVT than in the subjects from the GP. This was reflected by a different distribution of
the genotype frequencies of FVL, FVR2 and FII G20210A variants between the general population and
patients with DVT, with PE and with SVT (Table 2). In each case, a statistically significant increase
in the odds ratios for the presence of at least one of the three variants (but not for all the other gene
variants, Table 1 panel A) was found in subjects with a history of such thrombotic events (Table 3).
A significant interaction was observed for the FVL variant: an almost six-fold increase in the odds of PE
in male patients (but not in female patients) was found (Table 3). Likewise, the allele frequencies of FVL
and FVR2 were higher in males than in females with DVT, PE or SVT, but it was statistically significant
only in PE subjects (Table 1 panel B). For each of the variants (Table 3), no significant interaction was
observed with age (first episode before/after 50 years of age) in DVT, PE and in SVT patients.
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Table 2. Genotype frequency, n (%), of FV R506Q, FV H1299R and FII G20210A variants. Comparison between deep vein thrombosis (DVT, n = 343), pulmonary
embolism (PE, n = 164), superficial vein thrombosis (SVT, n = 126), portal vein thrombosis (PVT, n = 118), cerebral vein thrombosis (CVT, n = 75), retinal vein
thrombosis (RVT n = 119) and the general population (GP, n = 430). * p < 0.001; ** p < 0.01; *** p < 0.05 (p value by Chi-square test).
GP DVT PE SVT PVT CVT RVT
FV R506Q (FVL)
RR 409 (95.1) 287 (83.7) * 144 (87.8) ** 104 (82.5) * 103 (87.3) ** 71 (94.7) 109 (92.4)
RQ 21 (4.9) 52 (15.2) 18 (11.0) 22 (17.5) 15 (12.7) 4 (5.3) 9 (7.6)
QQ 0 4 (1.2) 2 (1.2) 0 0 0 0
FV H1299R (FVR2)
HH 369 (90.4) 285 (83.1) ** 133 (81.1) ** 101 (80.2) ** 102 (86.4) 64 (85.3) 108 (91.5)
HR 37 (9.1) 58 (16.9) 31 (18.9) 25 (19.8) 16 (13.6) 11 (14.7) 10 (8.5)
RR 2 (0.5) 0 0 0 0 0 0
FII G20210A
GG 404 (94.6) 294 (85.7) * 139 (84.8) * 112 (88.9) *** 94 (79.7) * 59 (78.7) * 111 (93.3)
GA 23 (5.4) 45 (13.1) 23 (14.0) 14 (11.1) 23 (19.5) 16 (21.3) 8 (6.7)
AA 0 4 (1.2) 2 (1.2) 0 1 (0.8) 0 0
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Table 3. Odds ratios and confidence intervals of the FV R506Q, FV H1299R and FII G20210A variants. (A) Deep venous thrombosis (DVT, n = 343), (B) pulmonary
embolism (PE, n = 164), (C) superficial vein thrombosis (SVT, n = 126). * p < 0.001; ** p < 0.01; *** p < 0.05 (p value by Chi-square test). OR, odds ratio;
CI, confidence interval.
A
GP DVT OR (95% CI) p Value for Interaction
Age Sex
FV R506Q (FVL) 21 (4.9) 56 (16.3) 3.80 (2.25-4.62) * 0.241 0.169
FV H1299R (FVR2) 39 (9.6) 58 (16.9) 1.93 (1.25-2.97) ** 0.204 0.856
FII G20210A 23 (5.4) 49 (14.3) 2.93 (1.74-4.91) * 0.141 0.548
B
GP PE
FV R506Q (FVL) 21 (4.9) 20 (12.2) 2.71 (1.42-5.14) ** 0.649 0.032 a
FV H1299R (FVR2) 39 (9.6) 31 (18.9) 2.21 (1.32-3.68) ** 0.079 0.171
FII G20210A 23 (5.4) 25 (15.2) 3.16 (1.74-5.75) * 0.949 0.698
C
GP SVT
FV R506Q (FVL) 21 (4.9) 22 (17.5) 4.12 (2.18-7.78) * 0.682 0.578
FV H1299R (FVR2) 39 (9.6) 25 (19.8) 2.34 (1.35-4.05) ** 0.919 0.708
FII G20210A 23 (5.4) 14 (11.1) 2.2 (1.09-4.41) *** 0.963 0.372
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3.3. Portal Venous Thrombosis.
The allele (Table 1 panel A) and genotype (Table 2) frequencies of FVL and the FII G20210A variants
were significantly different between patients with PVT and the GP, leading to a significant increase
in the odds of PVT associated with these two variants (Table 4 panel A). For all the other variants,
no difference was observed between patients with PVT and the GP. No differences or interactions
according to sex and age were revealed by the analysis (Table 4A).
Table 4. Odds ratios and confidence intervals of FV R506Q, FV H1299R and FII G20210A variants.
(A) Portal venous thrombosis (PVT, n = 118), (B) cerebral vein thrombosis (CVT, n = 75). * p < 0.001;
** p < 0.01 (p value by Chi-square test). OR, odds ratio; CI, confidence interval.
A
GP PVT OR (95% CI) p Value for Interaction
age sex
FV R506Q (FVL) 21 (4.9) 15 (12.7) 2.84 (1.41-5.69) ** 0.566 0.567
FII G20210A 23 (5.4) 24 (20.3) 4.48 (2.43-8.29) * 0.205 0.131
B
GP CVT
FII G20210A 23 (5.4) 16 (21.3) 4.76 (2.38-9.54) * 0.955 0.179
3.4. Cerebral Venous Thrombosis.
As shown in Table 1 (panel A) and Table 2, the allele and genotype frequencies of the FII G20210A
variant significantly differed between patients with CVT and the GP, leading to a significant increase in
the odds of CVT associated with this variant (Table 4 panel B). No significant interactions with sex and
age were observed for any of the variants (Table 4 panel B); only the frequency of the FII G20210A
variant was higher (although not significantly) in females (Table 1 panel B).
3.5. Retinal Venous Thrombosis.
Allele (Table 1 panel A) and genotype (Table 2) frequencies were entirely comparable between
patients with RVT and the GP. No significant interactions with sex and age were observed for these
variants (data not shown).
4. Discussion
Pulmonary embolism, DVT and SVT are known to share a genetic predisposition [5–8]. In fact,
in patients with such diseases, the allele frequency of FVL, FVR2 and FII G202010A was significantly
higher. Interestingly, in the present setting, the allele frequency of FVL and FVR2 was significantly
higher in males than in females with PE. A sex difference in the allele frequency of prothrombotic
variants in patients with venous thrombosis, once confirmed in large populations, may affect the
strategies for care and prevention since the mechanisms of sex difference in the epidemiology of
thrombotic diseases are related to yet-unknown factors [10]. A sex difference in the allele frequency
of FVL and FII G20210A variants was previously found in females with juvenile acute myocardial
infarction (AMI), and in males with AMI [11]. Most previous studies did not find/assess sex differences
for prothrombotic variants in patients with a history of venous or arterial thrombotic disorders [12].
However, in an Iranian population with VTE, Farajzadeh et al. found a significantly higher frequency
of the FII G20210A and PAI-1 4G alleles in females [8]. In the present study, no sex difference was
identified in the general population for any of the variants examined.
The frequencies of all other prothrombotic gene variants were not significantly different between
patients with VTE and the GP in the present study. In agreement with our results, two studies ruled
out beta-fibrinogen -455 A>G [12,19] and the FXIII V34L [20] as risk factors for VTE. Similarly, FXIII
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V34L, beta-fibrinogen -455, HPA-1, MTHFR C677T and A1298C variants and PAI-1 4G/5G alleles did
not demonstrate a relationship with VTE [21]. At variance with the present data are previous studies
that found MTHFR A1298C alone [22] or in combination with the C677T variant to be associated with
VTE [23]. Likewise, a significant increase in the PAI-1 4G allele frequency was found in VTE patients
who also had FVL [24]. Differences in sample size and geography may well explain the discrepancies
between these reports and the present data.
In contrast to the results of Parik et al. [25], the presented data show that FVL and FII G20210A
variants appear to be more frequent in patients with portal vein thrombosis as compared with the
GP. This agrees with a previous study [4]. We would like to emphasize that all cases with portal vein
thrombosis in the present patient group had chronic liver disease: inflammation and fibrosis cause an
increase in intrahepatic vascular resistance, while the alteration of local circulation causes reduced
portal flow velocity. These two alterations are the major pathogenic cause of portal hypertension in
patients with chronic liver disease [26,27].
In agreement with previous reports [28,29], our results show a significantly higher than normal
frequency of FII G20210A in patients with cerebral venous thrombosis. At variance with older
data [22,23], however, the presented data rule out a role for MTHFR and FVL variants in CVT.
Interestingly, in CVT (as we observed in PVT), the frequency of FII G20210A is higher in females than
in males. Cerebral venous thrombosis is common in young subjects and is about three times more
common in females than in males [28]. Our results confirm this information and support a role for
hormones in this setting [30]. Overall, the role of FII G20210A, particularly in females with CVT, seems
to deserve further study with larger populations.
Finally, prothrombotic gene variants have a minor role as risk factors for retinal vein thrombosis
in the present setting. This is in keeping with the concept that, in contrast to other forms of VTE,
thrombophilia (including FVL and G20210A) seems to be marginal in RVT [26,31,32]. Routine testing
for prothrombotic variants appears to be of little value in patients with RVT [32].
The present data argue that prothrombotic gene variants have a role in DVT, PE and SVT,
with about 40% of patients showing at least one of the FVL, FVR2 or FII G20210A variants. Such
predisposition is significantly more pronounced in males, confirming that sex-related risk factors act
in VTE. Portal, cerebral and retinal vein thromboses seem to be less related to prothrombotic gene
variants, and only FII G20210A is relevant, particularly in females, again confirming the existence
of sex-related risk factors. The evidence of a sex-related difference in some prothrombotic variants
appears to be a major direction to be pursued in large population studies to help design sex-specific
strategies for thrombosis prevention. In future studies, it would be useful to evaluate, in addition to
prothrombotic gene variants, other risk factors for thrombotic events, such as platelet number and BMI,
and prospectively monitor patients with VTE in order to relate these factors to the risk of recurrence.
5. Conclusions
Of the gene variants frequently requested for testing in the clinical context, only FVL, FVR2
and FII G20210A appear to be related to vein thrombotic disease in the present report. Improving
the appropriateness of laboratory test requests improves benefits to the patient and the national
health system.
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VTE: venous thromboembolism; DVT: deep vein thrombosis; PE: pulmonary embolism: SVT: superficial vein
thrombosis; CVT: cerebral vein thrombosis; PVT: portal vein thrombosis; RVT: retinal vein thrombosis; FVL: Factor
V Leiden, R506Q variant; FII: Factor II; MTHFR: methylene-tetrahydrofolate reductase; FVR2: Factor V, H1299R
variant; FXIII: Factor XIII; HPA: Human Platelet Antigen; PAI: Plasminogen Activator Inhibitor; OR: Odd’s ratio.
References
1. Konstantinides, S.; Kamin´ski, K.A.; Agnelli, G.; Danchin, N.; Fitzmaurice, D.; Galié, N.; Gibbs, J.S.R.;
Huisman, M.; Humbert, M.; Kucher, N.; et al. 2014 ESC Guidelines on the Diagnosis and Management of
Acute Pulmonary Embolism. Revista Española de Cardiología (English Edition) 2015, 68, 64. [CrossRef]
2. Tait, C.; Baglin, T.; Watson, H.; Laffan, M.; Makris, M.; Perry, D.; Keeling, D.; British Committee for Standards
in Haematology; Tait, R. C. Guidelines on the investigation and management of venous thrombosis at
unusual sites. Br. J. Haematol. 2012, 159, 28–38. [CrossRef] [PubMed]
3. Tritschler, T.; Kraaijpoel, N.; Le Gal, G.; Wells, P.S. Venous Thromboembolism: Advances in Diagnosis and
Treatment. JAMA 2018, 320, 1583–1594. [CrossRef] [PubMed]
4. Ip, M.; Hendrick, A. Retinal Vein Occlusion Review. Asia-Pac. J. Ophthalmol. 2018, 7, 40–45. [CrossRef]
5. Hotoleanu, C. Genetic Risk Factors in Venous Thromboembolism. Adv. Exp. Med. Biol. 2017, 906, 253–272.
6. Nicaud, V.; Gandrille, S.; Van Dreden, P.; Amiral, J.; Aubry, M.-L.; Fiessinger, J.-N.; Emmerich, J.; Aiach, M.;
Alhenc-Gelas, M. The factor V gene A4070G mutation and the risk of venous thrombosis. Thromb. Haemost.
1999, 81, 193–197. [CrossRef]
7. Farajzadeh, M.; Bargahi, N.; Zonouzi, A.P.; Farajzadeh, D.; Pouladi, N. Polymorphisms in thrombophilic genes
are associated with deep venous thromboembolism in an Iranian population. Meta Gene 2014, 2, 505–513.
[CrossRef]
8. Rosendaal, F.; Reitsma, P.H. Genetics of venous thrombosis. J. Thromb. Haemost. 2009, 7, 301–304. [CrossRef]
9. Dumic, I.; Martin, S.; Salfiti, N.; Watson, R.; Milovanovic, T. Deep Venous Thrombosis and Bilateral Pulmonary
Embolism Revealing Silent Celiac Disease: Case Report and Review of the Literature. Case Rep. Gastrointest. Med.
2017, 2017, 1–8. [CrossRef]
10. Speed, V.; Roberts, L.N.; Patel, J.; Arya, R. Venous thromboembolism and women’s health. Br. J. Haematol.
2018, 183, 346–363. [CrossRef]
11. Tomaiuolo, R.; Bellia, C.; Caruso, A.; Di Fiore, R.; Quaranta, S.; Noto, D.; Cefalù, A.B.; Di Micco, P.; Zarrilli, F.;
Castaldo, G.; et al. Prothrombotic gene variants as risk factors of acute myocardial infarction in young
women. J. Transl. Med. 2012, 10, 235. [CrossRef] [PubMed]
12. Roach, R.E.J.; Cannegieter, S.C.; Lijfering, W.M. Differential risks in men and women for first and recurrent
venous thrombosis: The role of genes and environment. J. Thromb. Haemost. 2014, 12, 1593–1600. [CrossRef]
13. Mazzolai, L.; Aboyans, V.; Ageno, W.; Agnelli, G.; Alatri, A.; Bauersachs, R.; A Brekelmans, M.P.; Büller, H.R.;
Elias, A.; Farge, D.; et al. Diagnosis and management of acute deep vein thrombosis: A joint consensus
document from the European Society of Cardiology working groups of aorta and peripheral vascular diseases
and pulmonary circulation and right ventricular function. Eur. Hear. J. 2017, 39, 4208–4218. [CrossRef]
[PubMed]
14. Konstantinides, S.V.; Meyer, G.; Becattini, C.; Bueno, H.; Geersing, G.J.; Harjola, V.P.; Huisman, M.V.;
Humbert, M.; Jennings, C.S.; Jiménez, D.; et al. 2019 ESC Guidelines for the diagnosis and management of
acute pulmonary embolism developed in collaboration with the European Respiratory Society (ERS) The
Task Force for the diagnosis and management of acute. Eur. Respir. J. 2020, 54, 543–603.
15. Margini, C.; Berzigotti, A. Portal vein thrombosis: The role of imaging in the clinical setting. Dig. Liver Dis.
2017, 49, 113–120. [CrossRef]
16. Coutinho, J.M.; Crassard, I.; Dentali, F.; Minno, M. European Stroke Organization guideline for the diagnosis
and treatment of cerebral venous thrombosis—Endorsed by the European Academy of Neurology. Eur. Stroke
J. 2017, 2, 1203–1214.
17. Schmidt, W.M.; Garcia-Arumi, J.; Gerendas, B.S.; Midena, E.; Sivaprasad, S.; Tadayoni, R.; Wolf, S.;
Loewenstein, A. Guidelines for the Management of Retinal Vein Occlusion by the European Society of Retina
Specialists (EURETINA). Ophthalmology 2019, 242, 123–162. [CrossRef]
J. Clin. Med. 2020, 9, 1008 11 of 11
18. Liguori, R.; Quaranta, S.; Di Fiore, R.; Elce, A.; Castaldo, G.; Amato, F. A novel polymorphism in the
PAI-1 gene promoter enhances gene expression. A novel pro-thrombotic risk factor? Thromb. Res. 2014,
134, 1229–1233. [CrossRef]
19. Renner, W.; Cichocki, L.; Forjanics, A.; Koppel, H.; Gasser, R.; Pilger, E. G-455A polymorphism of the
fibrinogen beta gene and deep vein thrombosis. Eur. J. Clin. Investig. 2002, 32, 755–758. [CrossRef]
20. Corral, J.; González-Conejero, R.; A Iniesta, J.; Rivera, J.; Martínez, C.; Vicente, V. The FXIII Val34Leu
polymorphism in venous and arterial thromboembolism. Haematology 2000, 85, 293–297.
21. Bezgin, T.; Kaymaz, C.; Akbal, Ö.; Yılmaz, F.; Tokgöz, H.C.; Özdemir, N. Thrombophilic Gene Mutations in
Relation to Different Manifestations of Venous Thromboembolism: A Single Tertiary Center Study. Clin. Appl.
Thromb. 2016, 24, 100–106. [CrossRef] [PubMed]
22. Lupi-Herrera, E.; Soto, M.E.; Lugo-Dimas, A.D.J.; Núñez-Martínez, M.E.; Gamboa, R.; Huesca-Gómez, C.;
Sierra-Galán, L.M.; Guarner-Lans, V. Polymorphisms C677T and A1298C of MTHFR Gene: Homocysteine
Levels and Prothrombotic Biomarkers in Coronary and Pulmonary Thromboembolic Disease. Clin. Appl. Thromb.
2018, 25, 1076029618780344. [CrossRef] [PubMed]
23. Liu, F.; Silva, D.; Malone, M.V.; Seetharaman, K. MTHFR A1298C and C677T Polymorphisms Are Associated
with Increased Risk of Venous Thromboembolism: A Retrospective Chart Review Study. Acta Haematol.
2017, 138, 208–215. [CrossRef]
24. Wang, J.; Wang, C.; Chen, N.; Shu, C.; Guo, X.; He, Y.; Zhou, Y. Association between the plasminogen
activator inhibitor-1 4G/5G polymorphism and risk of venous thromboembolism: A meta-analysis. Thromb.
Res. 2014, 134, 1241–1248. [CrossRef]
25. Parikh, S.; Shah, R.; Kapoor, P. Portal vein thrombosis. Am. J. Med. 2010, 123, 111–119. [CrossRef] [PubMed]
26. Fernandez, M. Molecular pathophysiology of portal hypertension. Hepatology 2015, 61, 1406–1415. [CrossRef]
[PubMed]
27. Mantaka, A.; Augoustaki, A.; Kouroumalis, E.A.; Samonakis, D.N. Portal vein thrombosis in cirrhosis:
Diagnosis, natural history, and therapeutic challenges. Ann. Gastroenterol. 2018, 31, 315–329. [CrossRef]
28. Green, M.; Styles, T.; Russell, T.; Sada, C.; Jallow, E.; Stewart, J.; Lazariashvili, O.; Lubomirova, I.; Cotlarciuc, I.;
Sharma, S.; et al. Non-genetic and genetic risk factors for adult cerebral venous thrombosis. Thromb. Res.
2018, 169, 15–22. [CrossRef]
29. Marjot, T.; Yadav, S.; Hasan, N.; Bentley, P.; Sharma, P. Genes Associated With Adult Cerebral Venous
Thrombosis. Stroke 2011, 42, 913–918. [CrossRef]
30. Ageno, W.; Beyer-Westendorf, J.; Garcia, D.A.; Lazo-Langner, A.; McBane, R.D.; Paciaroni, M. Guidance for
the management of venous thrombosis in unusual sites. J. Thromb. Thrombolysis 2016, 41, 129–143. [CrossRef]
31. Giannaki, K.; Politou, M.; Rouvas, A.; Merkouri, E.; Travlou, A.; Theodosiadis, P.; Gialeraki, A. Retinal vein
occlusion. Blood Coagul. Fibrinolysis 2013, 24, 279–283. [CrossRef] [PubMed]
32. Stem, M.S.; Talwar, N.; Comer, G.M.; Stein, J.D. A longitudinal analysis of risk factors associated with central
retinal vein occlusion. Ophthalmology 2012, 120, 362–370. [CrossRef] [PubMed]
© 2020 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).
